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DETAILED ACTION 
Status of the Claims 

1 . Claims 54-56, 59-65, 68-70, 73-74 and 78-81 are pending. 

. Applicants' amendment filed February 15, 2007 is acknowledged. Applicant's response 
has been fully considered. Claims 54-56, 59-65, 68-70 and 73-74 have been amended, claims 
57, 58, 66, 67, 71, 72, 75 and 76 have been cancelled, and new claims 78-81 have been added. 
Therefore, claims 54-56, 59-65, 68-70, 73-74 and 78-81 are examined. 

Withdrawn Informalities 

2. The previous objection to the specification, regarding abstract, is withdrawn in view of 
applicants' submission of a new abstract in the amendment filed February 15, 2007. 

Withdrawn Claim Objections 

3. The previous objection to claims 54, 55, 56-62, 63, 64, 68, 70 and 71-76, is withdrawn in 
view of applicants' amendment to the claims, and applicants' response at page 8 in the 
amendment filed February 15, 2007. 

Withdrawn Claim Rejections - 35 USC S 112 

4. The previous rejection of claims 65-67 under 35 U.S. C. 101, is withdrawn in view of 
applicants' amendment to the claim, applicants' cancellation of the claims, and applicants' 
response at page 8 in the amendment filed February 15, 2007. 

Withdrawn Claim Rejections - 35 USC S 112 

5. The previous rejection of claims 54, 55, 63 and 65-67 under 35 U.S.C. 1 12, second 
paragraph, regarding the term "its intermediate products", being dependent from a cancelled 
claim, no antecedent basis, or no method steps, is withdrawn in view of applicants' amendment 
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to the claim, applicants' cancellation of the claims, and applicants' response at page 9 in the 
amendment filed February 15, 2007. 

6. The previous rejection of claims 63, 66 and 67 under 35 U.S.C. 1 12, first paragraph, is 
withdrawn in view of applicants' cancellation of the claims, and applicants' response at pages 9- 
1 1 in the amendment filed March 6, 2007. 

Claim Rejections - 35 USC § 112 
The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

7. Previous rejection of claims 54, 55, 63-65 and 68-70 are rejected under 35 U.S.C. 1 12, 
second paragraph, as being indefinite for failing to particularly point out and distinctly claim the 
subject matter which applicant regards as the invention, is maintained, and claims 56, 59, 60-62, 
73, 74 and 77-80 are added to the rejection. 

8. Claims 54-56, 59-65, 68-70, 73-74 and 78-81 are indefinite because the claim recites the 
terms "the gene of the HMG-Co-reductase (t-HMG)", "the gene of the squalene synthetase 
(ERG9)", "the gene of the acyl-CoA; sterol-acyltransferase (SAT1)", "the gene of squalene 
epoxidase (ERG1)", "the t-HMG gene", "the SAT1 gene", or "the ERG9 gene", it is not clear 
what specific gene the term refers to, e.g., does "the t-HMG gene" refers to the t-HMG gene 
from S. cervisiae or from other microorganisms? Claims 55-56, 59-65, 73-74 and 78-81 are 
included in the rejection because they are dependent on a rejected claim and do not correct the 
deficiency of the claims from which they depend. 
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Response to Arguments 

Applicants indicate each of the specified genes leads to the expression of an enzyme 
which has a specific function. As disclosed in the specification, the function of the claimed genes 
and the enzymes encoded by such genes are fully recognized in the art (See, page 2, 1st 
paragraph to page 3, 3rd paragraph of the specification and the disclosure contained in the 
Examples). Therefore it is not necessary to recite the microorganism from which the claimed 
gene is derived. One skilled in the art would recognize what genes are defined by ascribing to the 
function of said genes and/or a product thereof. The specification provides embodiments for the 
construction, isolation and purification of appropriate vectors comprising said genes derived 
from a variety of microbial species. A skilled worker would recognize that the genes defined in 
the claims are not restricted to a particular organism (pages 8-9 of the response). 

Applicants' response has been considered, however, the arguments are not found 

persuasive because of the following reasons. Since the claims recites the terms such as "the gene 

of the HMG-Co-reductase (t-HMG)", "the gene of the squalene synthetase (ERG9)", "the gene 

of the acyl-CoA; sterol-acyltransferase (SAT1)", "the gene of squalene epoxidase (ERG1)", " the 

t-HMG gene", or "the SAT1 gene", or "the ERG9 gene", which indicate a specific gene of the 

cited enzyme, and there are many genes of the cited enzyme from a variety of microbial species, 

it is not clear which gene the term refers to. 

Claim Rejections - 35 USC § 112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 
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9. Claims 59 and 64-65 are rejected under 35 U.S.C. § 1 12, first paragraph, enabling the 
deposit, as containing subject matter which was not described in the specification in such a way 
as to enable one.skilled in the art to which it pertains* or with which it is most nearly connected, 
to make and/or use the invention. To practice the instant methods or to make the claimed 
products, one of skill in the art is required to use YEpH2, YDpUHK3, and pADL-SATl 
plasmids. The instant specification contains no deposit information concerning these plasmids. 
To enable the instant claims by enabling the deposit of YEpH2, YDpUHK3, and pADL-SATl 
plasmids, the following items are required: (1) the accession number assigned by the depository, 
(2) the date of deposit, (3) a brief description of the deposit, (4) the name and full address of the 
depository (37 C.F.R. § 1.801 - 1.809), and (5) the record must also contain a statement 
certifying that all restrictions on accessibility to said deposit be irrevocably removed by 
Applicant upon the granting of the patent (see M.P.E.P. § 2404.01); this statement may be 
certified by Applicants or Applicants' representative. An alternative to the deposit of the exact 
plasmids is the deposit of all precursor plasmids required to produce the claimed plasmids as 
described in the specification. 

Response to Arguments 
Applicants indicate the specification provides adequate guidance regarding the plasmid 
vectors and/or the yeast strain claimed herein. More specifically, the specification discloses that 
the plasmid vectors species comprising one or more genes recited in Applicants' claim 54 can be 
obtained using techniques that are routinely available to one of ordinary skill in the art. Method 
for constructing the claimed plasmid vectors are provided in pages 20-21 of the instant 
specification. Restriction sites and maps of the claimed vectors are also provided. See, for 
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example, Figs. 1-3 of the specification. A cursory search reveals that YEpH2, YDpUHK3, 
pADL-SATl, and YEpl3 are widely recognized in the art of microbiology. The specification 
provides adequate guidance on the state of the art prior on ergosterol metabolic genes prior to the 
filing of the instant application (See, pages 2-4 of the specification). The specification also 
provides adequate guidance on the Yeast strain AH22 and methods for generating transformants 
comprising one or more claimed genes (See, pages 22-24 and pages 24-26), and the cited 
reference of Basson et al., Fegueur et al., Yu et al., Jandrositz et al. in the specification, provide 
detailed disclosure on the genes involved in ergosterol metabolism. .A search on Journal of 
Biological Chemistry with S. cerevisiae AH22 revealed more than 20 scientific publications 
prior to the earliest priority date of the instant application, a parallel search in PUBMED with the 
search term "Yeast strain AH22" revealed more than 20 publications (See enclosed Exhibits). 
Therefore, the specification, further in view of the references cited therein, provides adequate 
guidance on the structure of claimed plasmid vectors and/or the microbe strains. Furthermore, 
the specification need not provide expressed guidance on the structural features of the claimed 
plasmid species, as such were not only known, but also commercially available to a skilled 
worker before the application was filed (pages 9-1 1 of the response). 

Applicants' response has been fully considered, regarding yeast strain AH22, applicants' 
arguments are found persuasive, thus the rejection is withdrawn. However, regarding YEpH2, 
YDpUHK3, pADL-SATl, and YEpl3, the arguments are not found persuasive because of the 
following reasons. 

Plasmid YEpH2 (see Example 1 in the instant specification) requires the use of tHMG 
cloned using primers (SEQ ID NOs: 1 and 2, enabled), pUC 19 (commercially available and 
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enabled), pPT2b (Lang and Looman, 1995), and YEpl3 (Fischhoff et al., 1984); no evidence of 
the commercial availability of pPT2b or YEpl3 is provided. 

Plasmid YDpUHK3 (see Example 1 in the instant specification) requires the use of 
YEpH2 (so all of the above) and YDpU (Berben et al., 1991); no evidence of the commercial 
availability of pPT2b, YEp 13, or YDpU is provided. 

Plasmid pADL-SATl (see Example 2 in the instant specification) requires the use of 
SAT1 cloned using primers (SEQ ID NOs: 3 and 4, enabled), pGEM-T (Mezei and Storts, 1994), 
pADHlOOl (unknown source), and YEp 13 (unknown source); no evidence of the commercial 
availability of pGEM-T, pADHlOOl or YEp 13 is provided. Moreover, the particular fragment of 
YEp 13 containing the LEU2 gene is not disclosed so its exact nature could not be reproduced 
without undue experimentation. 

Thus, by Applicants arguments, to enable plasmids YEpH2 and YDpUHK3 without 
Applicants 1 deposit, a showing of the public availability of pPT2b, YEpl3, and YDpU is 
required. To enable plasmid pADL-SATl without Applicants 1 deposit, a showing of the public 
availability of pGEM-T, pADHlOOl and YEpl3 is required as well as a better description of the 
LEU2 fragment of YEp 13 such that pADL-SAT 1 can be exactly duplicated and, thus, be in the 
hands of the public without undue experimentation. 

Conclusions 

10. No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen Bragdon can be reached at 571-272-0931. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

CHIH-MIN KAM 
PRIMARY EXAMINER 



Chih-Min Kam, Ph. D. - A 

Primary Patent Examiner 



CMK 

May 8, 2007 



